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Abstract of WO02096875 

A compound represented by the following formula (I): (I) [wherein A represents oxygen or a group 
represented by -NR<sp>3</sp>- (R<sp>3</sp> represents hydrogen or lower alkyl); R<sp>1</sp> 
represents nitro, lower alkoxycarbonyl, carbamoyl optionally substituted by one or two lower alkyls, 
optionally protected hydroxy, optionally protected carboxyl, lower alkyl substituted by optionally protected 
hydroxy, or tetrazolyl; and R<sp>2</sp> represents hydrogen, cyano, or (lower alkyl)sulfonyl; provided 
that when A is -NR<sp>3</sp>- then R<sp>1</sp> is neither optionally protected hydroxy nor lower alkyl 
substituted by optionally protected hydroxy] or a salt thereof; a process for producing the compound; and 
a medicinal composition containing the compound as the active ingredient. 
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hydroxy, or tetrazolyl; and R 2 represents 
hydrogen, cyano, or (lower alkyl)sulfony]; provided that when A is -NR 3 - then R 1 is neither optionally protected hydroxy nor 
lower alkyl substituted by optionally protected hydroxy] or a salt thereof; a process for producing the compound; and a medicinal 
composition containing the compound as the active ingredient 
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<l§3> 5£ CVI) (5£>K R 4 «:SWBtl^-oS*Sr*-r) X*mtStiZ4k 

4 rf • ifjV~-~?7* ' -4 is - 3 — iS—y? • islets*. (Protective 
Groups in Organic Synthesis) ^3 Rg N 1999 

^-a-^jSrM5&i-S-i:^-c^^ o i£«P;&St e r t -7 y*i/*uV7$^ 

^ (vi) -e^$^s<b^Sr§g5ti-5rt3a5-c#So 
<i@4> s£ (vi) -Qm&frz>i\&mk&, (vn) 



tc«: % 5£ (vi) -e^fr^b^t:*; (vn) -c^ns-fb^S:, hy^/p 



(Aft) 
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zo&^mM- u^v o *c*» tbEj&m&va&mmir z> m&xm& 

«m-rsrttcit). 5£ (i) T-^^ix^b^^agit^cb^-ctSo x 

(B*fc) 

x^/i^/v^^-ti^cf*. ^ (vi) xm^ti^^mt^. (vn) -e^ 
ZZrMtvRK R 2 *3J;t^R 3 ^^-rsc<b^J;t). ^ (i) -e^^^s-fb-^ 

i&xmm-tz ~ t *xb&& v<tehvr± h^zokmmz ? m-f- 
(cm) 

x&*jU7$*i/jism&mi-m&K^ ^ (vi) xmztvzik&votiZ (vn) 

^ vmm. ^ vmmm~ wsc-hcd • 

*ti/jvjj>vi£*?s(*y (dcc) m<Dffi&m*R}i<\ mt*^^" z vxiib>v 
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^ (vi) -e^^tt^-fb-a^t^; cvn) x~m&tiz>fc&®)<DBifott, ^^m. 
it y ^©jK*aK$*jav\ ws^- bv ^/vr % ^m^mm^r. mt 

* (vi) -c^^^^Yb^t^: (vn) t?^ £ *l 5 £ ©Kf&H3£ 
(VH) TJ***u*fc^«r*fl5^i*-=:>i^f *«v^t«^ n y b't Lfc^', b y 

=^^t 5 ^ • tr y y *A^©a§ttw^©^T> % 

«*olWIE«t», fe5v^t°y^>" hy^^T5 3^©«a£teifeB«K -20 
. <®B£8c2> 

5£ (I) ^£fr£te^*fc«<E>:&ra: % 5£ (vm) ^^n-5^^i*5J: 
TJ^C (IX) T*i§t£;h>5fc^;fc5^tt5£ (X) xm£tbZfc'&m*t><5a&&. 



22 



WO 02/096875 PCT/JP02/04815 




<Igl> 5£ (I) X-mZfrZfc'StW&tH'iZnm-i, 5£ (Vm) T't^ii 
X-RJfcZlttc.^ '&9tW&tXR\ R 8 *5j:^R s Sr^rti^etLR\ R 2 *5.<J:t^R 8 

fcaesw- s ^ t J; •? aae-rs £ t 5„ 
5£ (i) -e^axs-ffc^sfctt-to&tt. Ernc*H-<im2>. <x@3 

>, <!S4>|t«oT»3ii-5itt>-Ctt«. 

<X@2> 5£ (V) -CSSHSfl^fcitt:, 5£ (Vffl) 
tf5t (x) ^SM^feT*fc«^«T. 
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fclcJ: *) JBft-f- £ - 1 # 5 0 

<ig3> ^ (vi) x-mtstizik-smte. & (v) -e^^ixs^^^b. 

<x@4> 5£ (i) -c^$ix^t:-a-^*fc^<D^« x 5£ (vi) -e^£*L 
5 {fr^#>*5 (vn) T**$*b3fb^ttj&»e>, <3B£fei ><D<x.m4>\z 

<«5i«fe3> 

5£ (i) -T^Sfts-ffe^Sfctt-toiiut, s£ (xv) x-s^tis^fci 
(xvi) x-m£tiz>fc&%iibZ>wtt (xvn) -e^$tt5{k^^e><^ 
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<iti> ^ (i) x~mistbz>{k&mtiitt3LZ:<Dmfc. ^ (xv) x-m&ti, 

5<b^&*SJ;t£i£ (XVI) X-&£fh%{te£mfrt><Wgmi ><D<T.U4>iZ$£ 
3 fci^i- 5 ^ £ »c J: 0 Wm-tZ 5„ 

s£ (i) x-mztizfc&yo&fritt'DmL »Ti^t<i@2>, <xm3 
>, <xm4>{c^o-c^at-f-5wt'fo-et'5o 

<TM2> 5£ (xvm) ^^Ste-a^ti. (xv) -?^£*i,£>ffr£-#> 
*5£t*£ (xvn) ^^tt^fra^a^ <l!)ISi>o<ig4>ii^T 

<iS3> 5£ (xdo x-mztizfc&m^ ^; (xvm) t?**^*^^ 
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z>i\&m-&x.xx& (vn) x*misnz>fc&m*h. <wm&i><v<Tm4>K 

A^(D^tg#J£^£^5~ tKliOS : -N (CH 3 ) — i £ S„ 

&u fci^fcfy- * y — As • ^ y -/i^©7/^-^i t j 3 , TkHYt; y 

&MMX<DM7k.-frM, ^f/V*M7$K (DMF) ^fcf^^r-y-^^V*:^. 

k (hmpa) ^(Dmmmmm^^Km-^v^mm^. v^v&r 

<iiter t-^/-/l^cc>T/V='-/vm^^SJ£i-H#b?5:V^^s 
#y 17 A t e r t-^h*VK, * V t?J* h V t^/Vi/*? ; =7— f^£©JSU&, 

<i§4>© (cm ^mm vttm^m txm&Bo&zn s-t^xy *mcr 
/v*/vmx*:s-i> v< ti^-m^^tix^xhx^^^^f/^^^t^m-t 

LT*/v$ /^^^r-rs^tcfi, <k£n©?j£^ /• * y — /p • J —>\^<dt 

5**- h y f7v**ft;»s 5*-*- h y vj*m<Dm7i>m&m^x%j&£itz 
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^v-T^b^ ( I ) ♦ y ?ASg>£rJ3v\ i?*^/U&/UJ*TS. K • 5?* 

(Protective Groups in Organic Synt 
hes i s) g?3jjg. 1 9 9 9^(D^^^<D^j£{eiJ:D : fT5-<b^T-#6„ 

4-^-<y K^*fcfi-^©^ffi^t^ (vn) xm£tbz>tt&®t&<& 
mmi>(D<jum4>KmmvttmzmcxBjfc£ j itz>7!>\ (xd 

,NH 2 



^I*.rf!>3tS? (Hueg i) (i?l"-t/l-t 
7*^f^^^-^5^H)- (J. Med. Chem. ) 2 6t, 4 21, 
1 9 8 3 \zm tXBJfo&ft 5 2>\ l , 3 - r-fe h ^^A^f © 
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(XII) 

m% KWtr z i t ^5-5TtBx-fc 5 tib^: (xm) 

^0*° (xm > 

#5:^t*t5. *fc. (iv) T?**HS{b^«jW3*: (xm) x~m&tiz> 
^ (ix) x<mi£tizfc&%it.tcitt (x) -e^^tL§-ft:^« N fc<b 
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ttZfrim^W&\$Z:Mfr£. (m) SLtcttt (IV) Tf*£jh,3fl^»«: 

fc^i^ (do -em£tiz>fc-&m&tz.te&. (x) T-^^tLS 
an.) *fcfi^; (iv) r^^tbS-fb^trv^e^T^fciti^T/v^ 

T 5: ^&m&<Dft&TiZt^i3¥Jf&T^i?3-3cy-^ - rh7t Kn77 V^Ooi 

sj^^h-^ vtz^mm* x'Bu&z&z ^t\z.£ oaes-*-* r t&x-z 5„ #e>tu 

(X) xmzthZik&W*MmrfZZ£hX'ZZ> 0 

Y—2 (Doak) b<Djj&; (3 — u\?7ls ■ i?->r — ~)~/^ • • ~7 ~j =r 

a v?— (Eur. J. Pharmacol. ) 2 8 1i, 3 1 11, 199 5. 
*E) (c^o-Cffofc fipt>, 7^ b^2feJ£lgSf^ N o. 5%*;VT!)y^5 0 

Sr^ h v 7 ? * y ^XfYM U 5 ^mm^ti h ®3t3N££lB& Ufc„ */i^r y 
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rfxiyfy ym^*) 3 o%nnmm (ed^) sr*»fc. tes&asifc^ut. 

filftl^ (%) =[ (PRcontrol-PRtest) / (PRcontrol) ]xlOO 
PRtest : y y+^^WS^i^K (#) 

pRcontroi : 9 zsmmbmmmitEu&sm ffi>) 





ED 30 |i: 

(mg/k g) 


mnm 1 1 


0. 0 4 7 


9&m 1 2 


2. 0 


Hife#il2 9 


1. 2 



(Bennett) (/qy (Pain) 3 3t, 8 71, 

1 9 8 830 ttoT^fttit^f/^fm bfc„ BPfe. 75/ h=Sr-0-h^ 
W-;H"hy!>A4 0mg/kg, i. p. T?*»U AJtSr9JHI«, 

tfyb (4-0&5VMi3-0) fcTiieiminMWC4jBM«<tSaBU*:^ ^ 
77^7^7^^f (vonFrey filament) & ^Xmtfc&jfflWc 
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m2 75- h^##^#g^/nj:*i-r6^te 



A. *6SMl 2©« 







(mg/k g) 


smBu&mm ( g > 












16.85 


18. 5 6 








6. 94 


i 16.43 




^jfi^y 1 2 


1 


7.9 6 


14. 2 9 




men 1 2 


3 


8.9 2 


14. 7 1 




2 


1 0 


10.96 


14. 2 9 








(mg/k g) 




iffi: (g) [ 




IE?jtC6-J£){K! | 


mm 






u 3.5 0 


14. 8 0 


mu 


WJ2 9 


1 


5. 2 2 


14. 12 


mz 


»J2 9 


3 


7.0 9 


14.49 


mm 


HJfeM 2 9 


1 0 


8. 6 1 


15.49 








mm 

(mg/k g) 


^msmm. ( g ) 












7.4 1 


14. 6 5 






3 0 


9. 01 


2 0.5 3 i 



31 



WO 02/096875 PCT/JPO 2/048 15 



«»t-CJfc<jE^«©s^BMi[t>-h#$*fc 0 U^o-c, #3SB&toa4&f±, 

6MU<DW istar Hannover^y h<DMiZ.mMM 8 12© 
j^Sr4 Omg/k ggPS#Lfct^^ -^ic^liEfet,^ j& 

6 Mfp^»W istar Hannover^ y h<Dm^MMM 2 9 0>flj£4&S: 
4 0 Omg/Kg/0(7>Mt?l 0 101 4 BWWJMPS#bfctr^ fti^- 

H«#iftTife2 4i«m*-Tf5Bt:«»3:*<* -t&mmm. imaxxmrn^mm 

2 9<Dib^tr4 0mg/Kg/BOffiiT% 1 0 1 HI 1 4 BRQ£tffi|i£n& 

4^Ft^>^^— £^Lfc*£&T#^lF/H^ 2©to£*.&£mife 
#12 9<Dfc-&®>&8 Omg/Kg©MT\ Mng^Ufc^^ ^TOlC^ht" 

3 * fcf± 4 ##©*wfer;fr nf/u&m^Xs mmm 1 2 <Dit&mm*mfam 2 

tog* fc'W 9 f V T A ttKlbr JMSFTffc 9 . J5K«KieHfJt« LT, 

ftftiUK^feft (Cmax) XtJ«AUC«V^nt>ii*nbj8l^^^oiRH4Sr^rU 

xvyfc. v^n©to^tt h^fti«®^(j:*ht-sia#rarOTJe>e>n 



32 



WO 02/096875 PCT/JPO 2/04815 



*»9Hfc*tttt* KT©^©^I, «f»«Jtt©=.3.— n>K*^- Miff, 

ii^hn7^i (rsd) ) „ &mR&mm&£Tmttm®&#mffi. 
mmmte-^—v^y—. hx#m, Msg*. Mii=--n^» 

HI-, ^io^^f, 3g§H, Jtt0x £££ CIKiiLWau 
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F^D3^y^ /<W->af^y) % $£-£30 (M;ir/vn— x« (t 
Kp*«X/b fcT/Hr/vn — (HPC) % t Kndfi/^cr if/v^^i^fe/vn— ^ 
(HPMC) ) % feS-fe^n-;*. « -r^K V;v\fY — 

K^afy^) s a^^v N f^byy, 7j?y ir=/vifp y k>- (p 

VP) % -v^arf— /K 5Ky tf^/VT/V^— /V (PVA) ) „ W6*M 

/vext>A % ^nx*/^n^tHJ^ ^ »;*Jtfbr K^) ^ S^PJ (#J ; ir 
jVn—*m. (tKo^y/P^A'P-^ (HPC) N fc Kcidr^^n tVVpf 
f;Vt;Vn-7, (HPMC) „ y l^— b=i7tfy -v— E, * 

, rh&w m ; m\&-*^) . «pfew v " mom* &mm w mt^^/v 
=i-v^ ^7t*i^iti6x^r^) „ (M; ^y-ty^ 

to-?- h y ? a s *ife{b* y ^sh- h y ^ % y ^tmmmtt 

mt&±M (Ml TX=*/l'\f>Wt* KPt^T—V— A- (BHA) , & 

t^/ntf/K dl- a -ha7xd^) „ flHffftk («; ^^S^ 

>-h-/K a— Xjfc) „ ^^MJ (0ij ; JKy^^rc^w^-fbt-^i/^ jtf 
yy/i^<-f8 0, #y a^i^j/y /k yy||f3i/^rP-;K hy^ 

* j —)vr $ y) N wsMMn (mii?v =x—/um-r h y a x h**- h y 
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mk ms%k st#-$*!U mm. mk mm. &.WL*m, wma&mv 
$>ifhthz> 0 gn. ^rs#, m*to8&* mm^. m&mz* mm 

(C^#3£ Spatient- controlled analges 

ia (PCA) HMy7a- ^HHJI^^a— lffcJ:5iSMK itSfifettm^ 

o 

*»W-fb^»©S#*«:. Ji^ritAl BSfc«5 0. 0 0 5mg~3. 0g,» 
4l<»0. 05mg~2. 5g, it)^U<B0. lmg~l. 5gt^5 

(NMR) li^it/VJNM-EX2 7 0 (JEOLJ 
NM-EX2 7 0) F T— NMR (9*— 5^^-? (#0 $S) *fc 

IJ^xt;VJNM-LA3 0 0 (JEOLJ NM— L A 3 0 0 ) FT— NMR 
(B*«-^ (#) SO & % ifeJNftlR;*^ hfr (IR) tt*y^ (HORIB 
A) FT- 7 2 0 ( (80 mKfmSD fc. H&tt;t (Me t t 1 e 

r) FP9oot-*^fA (^f7-- hwK c#) m ttti^etim^x 
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1- [2- (4-^7/7x^/1/) ^/V] -4- (4-fc Kt3^E->7aiy^ 

^AO If"* y 4 — /V^J^ 

<IS1 > 4-V7/7x^7t h7/Vft 

ffefiS & htf-Wf'A') hV -r^-sUTfrXfr—VJ* (3 9 2 g) ^M^Th? 
fc Kn7y> (1. 3L) fc:®i6&i^ Ii#llJT-2 0 , C- — 
7^ t e r t-^h^rv-K (1 2 8 g) OMtKt 1 h7t Kn77^ (1. 3 

X7/W7t K (1 OOg) O&lTfc^h^fc ^77^ (6 0 0mL) 2 

Ot> 1 5TCtiTl, Hit 1 OM^Lfct, 9 0^F|fifiSt#fi 

bfc„ Rj&ifttodc (1L) *lM7LX&mk. ig&tsZTfi^— ^/V«r*Dx.T^b 

^Sr©*bfca?ii^=¥1?-^ : tvV (1:1. 1L) 5r*Px.T^^#»SrJi 

j v-^yuy??. NH™ ; ChromatorexNH™] (|gtttf£ ; ^3rlJ-V : BI& 
^^=4 9:1-4:1) ^-r»$SlUT, tiftfe (1 1 8 g) £#fc„ 

(1 1 5 g) ©7thV (4 6 OmL) 2 N (2 3 0 

t^txmQ-kM&x$G& Ufc (7Ke^pH^4@S{j:^5*-C) «b*c«lH- 
h V V^X&mVtc* «EET»*IE«rS*b-C. «Bft;£* (1 0 5 g) 

<xm.2> l- [2- (4-«/ry7x=/u) f-iy^y-4-ty 
xmi-c#btb^b^ (i3. 2 g ) fcm-^y Ki^aaKft— tm*^ 

(10. Og) J^—tV (5 0 OmL) *g?£fc3Uc*:;fcT-e h y Tir h=¥i^4c 

*^fi9^-7-hy 7A (4 1. 4g) £2. 5 B#|BJ WCiP^. % IWT* 1 RMMft 
#Lfc 0 ^^Sr^JEjt^U aSt^lN^M (2 20mL) W^nn^ 

«r9SU:fc:WSEL.fc3K laiai^yj^ttHJUfc. #BW«:*t*jjlB^h y 
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msft&m o. 0 7 g ) sriituttfc. 

<X©3>1- [2- (4-^7/7x=/V) ^5vV] If^y a 
-2' 

MtKS?;* ^VVX/V/fr^ K ( 4 2 m L) 6 0 %7K*-fk^ h 9 !7 A ( 1 . 8 9 

g) zMz-xmrnnm^T. mm.xi o$-mm&vfc 0 1 o~i 9icr% «t 

hy^fvV^/Vtf^y^A (10. 4g) Z&xlzMfLiz.^ 8~1 OtT*3 

o^-irk ml-c6 o#fpgft#ufc„ 1 o~i 2tt% 2 xnhtit^k&yo 

(9. OOg) (D^tK^ ^/V^/V^S/ K (4 2mL) $g*££r?&TUfc 0 M. 
T? 1 . 5 tifmm$£@k, SJ&f&S:** (2 5 OmL) f fed> Li*o}£ 

^kU^UT^fB^ife (8. 6 1 g) &&£kt\,Xft-fii 0 

<X^4>1- [2- (4-^T/7rt:^/V) ae^vV] -4- (4-fcKndr 

k KP^r/y (0. 1 8 g) O0zk^y?vMvl^T5: K (4mL) 
{-7fC7K?^T(-6 0%7K^b^h V (4 6mg) Sr^T, ^fH#B^T 

mm.x4 o&mmfti>fr 0 x@ 3 xn^ntc^m (0. 4o g ) srjn^-r, 

^*#H^iT8 0lCT-4^a#tfc o tRtK^T-CtK (4 OmL) &1}\lX-X 

mm^/i'xmmvfto mmm**. t&fo^mzk^w-e&^u m*mwti- 

?J*?u^ Y if =7-7 4— (&mW ; f^^^^/v : ;V=A 9 : 1~1 

9:1) xmm^itm, ^-Tjv-mm^A'Xffifr-rz>^k\z.£.ynmk 

&m (5 2mg) LT#fc„ 

1- [2- (4-->T/7rc=yV') ac^/i/] -4- (4-fc Kn3rv'y.^vK7 
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<Igl>l- [2— (4-^T/7xci/l/) ^JV\ —4- 

mMffll<DTM3-T:nt>titcfc&y!i (10. Og) *5«kt^4-fc KndriX^V 
K (5. 0 4g) £rfefci^ ^vV^/VAT ^ K (5 5mL) 
^^y^A (2 8. 5g) *S«fcTJ*l 8-^7 6 (l. 0 9 g) ^Mf 

BfSfe^^vV (3 0 0mL) -TfSfc^Wto (1 5 0mL) 4riDxL N 

z^—T/^i&MiikisxTjmm-fz z.t\z.£<9 nm<k&i&) (12. 7 g > 

<X@2>1- [2- (4-i/ry7x=;l') ^/V] -4- 

pi ^7 f-jv) tv« y 4 -^--;kdM 

xmi-^btLfc-ft:^ (0. 20g) Sr^y — >V (3mL) „ f f7t K 
P7y y (2. 7 5mL) ©fi^*Kl»»U Tk^btSp^ h V *A (0. 0 
I6 g ) ^TlCTK^TT-iq^Ts ^^ffl^T^l^iaT*2^m#Ufc 0 * (15 

NH™ ; ChromatorexNH™] ; ffl^c^vV : * $ ; — 9 9 : 1 ~ 

9:1) -TfflKR-t-SifcJCiDflWBfb^* (0. 16g) ^tUT#fc, 

4- {1- [2- (4-^77 7x^) 

-4 — f/pyt h*">} gfemwit^oykfo 
mmm 1 oxm 3 httft.\Y&m (0. 2 4 g ) * s^aw 

(0. 1 5 g ) (Dm^m^mmmm^rf 1 0 0 < c-c3^to^#u^: o 
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NH™ ; ChromatorexNH™] (mmWi ; fHfcn^/U : — 1 : 9 — 3 : 1 

7 ) x-mm-tz zttzx* wm&m ( o . o 7 4 g > t vxmc 

(*WJ4) 

4- {1- [2- (4-^T/7zn^/V) -4-tKndri/b°^!;i;y 
-4— T/V^ h^rv'} 3vv©-£-j& 

<X5g 1 > 1 — «VSVH?«<!J i/ls- 4 t°n-2' -^'>7VO^ 

ttTkv^ ^7.;VjJx^^ K (4 0 0mL) t£ 6 0 %7k^-fk^ h V «7 A (25. 
4 g) **P^-r^m#H^Ts M.T*»#Lfc„ 2 0~2 8^"^ J; 5fc h V * 
f;^;^^y^!?A (I4 0g) £r#J* fw&Pitfc^ M"C6 0^*#Ufc o 

^atr?^ i — *i/*?n — 4-t°^y K>" (l o o g) (om^^^^^^-iy 
K (400mD ^S^Tbfco iSteoMm SJ£3££r7lo4c (2. 
OL) 4>tt#t^b'>tfom^ 0 I^^^T-atUb. tti^^ 

-c* (4 0) *5«t^fp*^!kT-jiH{c5fe^bfco «7fc?5S@l^hy i>A-e^#. 

(»ttl# ; KH^i^/V : ^Mf-^= 1:9-1:1) ^551-^5 r t m X 0 HC1E 

it&m (8 6. 7 g ) zmttVatvTmc. 

<JlM2> 1 t-ls&A'— 4-t Kb 3rvO* ^)V\f^) 4 ^OfrJGft 

8 5%7k^fc^y ?>A (4 0. 6 g) SttK (6 1 5mL) K38fc¥U S^*^* 
>- (10 3mL) ttl-g-Ufc 0 ^#fflMTt-X^l-C#btl,fc>fb^ (2 5. 
0 g) O^^r^^ (10 3mL) 9 0 TCC 6 0 ^H/WOST U 

m-rvv vj*xnmu tiuETmm&w&vft. nfe&^-v-^ ^—^jvx-m 
Ait. WRuraiiBfls^* (2 4. 6 g ) &n&t vxmto 

<X^3> 1-^0-^-4- (4-^7/7iy^f;V) tf^ys?^- 
4 — /KD-g-JE& 

IS 2 X'&bthtzit&m ( 1 . 6 6 g ) OilTk^ ^^^7$ K (8m 
L) m&iZ.6 0%7lc^-7"hy «7A (0. 3 0g) £*zki$TT?;!JO;tT, 
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ofrmmwL-fro 4-7**p^shp/u co. 9i g > & 

NH™ ; ChromatorexNH™] ; mk*-^ : -^Mf^= 1:1) 

i-SCt(cJ:t)«IB^^ (2. 2g) SriM^£UT#fc„ 
<Xf| 4 > 1 — '^vVt- - 4 - (4 -*^^7 ^ 7 ^-/V) fcV< V 

Z/— 4 —3-—/l'(D&f&. 

jm3Xn^tc{^m (4. 2 7g) ^;-/V (3 8mL) l^#PU 
4N7K^{b-^hy (3 3mL) &Mx.X 8 BtlTOfl&M Lfc„ i40mLf 
-C^JBE^U 7fC7K^T}Cl 2NM (1 lmL) SrilJ^fCo WffiUfc^^ 
IfcU ^HUXWIB^t;^ (3. 7g) Sr^*tb"C#fc 0 
< IS 5 > 1 — ^^i^/v - 4— (4-^h^r i/*;^=;i'7 3c y ^ix^ ^/V) 
t°-< y 5?^— 4 /K£>-£*& 

X@4-C#b^fc{b-a-^ (0. 8 6g) /V (lOmL) 

u 2M h y ^ f ;^yy /i-^r ^ y-^t^M (1. 3mD *jijp 

77>f — a ~? hi/ y ^ *NH™ ; ChromatorexNH™] mitiMi ; SHfe*^ 
/V:-.drf-^=l : 19-1 : 9) £ £ J: 9«tB*fr£* (0. 

8 g ) t L-C»fc„ 

Xm5T-#b^-fb^ (2 5g) <D*$J— /V (2 0 0mL) »10% 

/<?wj±-mm (2. 5 g ) srjp^ 7kin#ffl^*^iat?is^s^bfc 0 mm 
z-t^-f vx-mixvx^ $3.mz$mT\z.mmi-z> zttzx*) mmit&m (1 8. 

7g) SHiUHfc, 

<I^7>4- {1- [2- (4-^7/7x-^) ^/Kl -4-t Kn^fS/ 
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im 6 xm> hivtttt&m (i7. 7 g ) *5 xx&mm i ©is i x-#e>tL^ 

(19. 4g) ©S^nn;**^ (4 5 0mL) «fttlH^jaT?iWfc (11. 
5mL) SrJp*., I^i&f3 O^tfc. SfcWftT-C b !> T* b *$"*3lHfcK 5 
m-^by^A (5 6. 6g) SrJn*., RjaiT?3 0^S6»l!:M.T?5l*KHi»bfc. 

^fcJETl-^&W* U"C\ ^ffiiCTK (2 5 0mL) ^.fcTJ^^rc^/V (2 5 0m 

D ^M^xm^itpmm^msBLX^it a e. 1 g > . #^>tbfc^»» (13. 
o g ) k:* (5 0mD &£nm>am$tfc.m~r}*)) t?j»7km& dsomD &• 
toxxwm^^xmmv± 0 ^mmt^m^m^xm^v. m*mm-rhvv 

*fl5UT«SBft:'&*J (10. 3g) ^ItUTifc. # b *L;fr(fr& W (Om^Erf 

4- (4— *^<*>f^73iy ^-So^aO -1- [2- (4-i/7^7x = 
<Xm 1 > 4 - (4 —1t ArZ7=L J •f-A) bV< JJ 4 

mMM4<DTm3Xmt>frf£fc&®) (2. 2g) <D^9/—7V (3 0mL) ^ 
4 N*SMfctf- b J> ? A (6. 8mL) SrflnJC. 4. 5 P#RM&jgifc Ufc„ 
£ETfc«Ejfe£r«*U-C\ a^(-7k (3 0mL) *fffl*b«:M3fe Life. 

^<^tfrttJfe$r^/*-/V (5 0mL) |C»WU 10%^7^^A-M (0. 
2g) ^nx.T, **fffl^TiST'2BWLfc. hXitib 
X. ^Sr^EETl-aim-S ^i^it) «HBfls£4fc ( 0 . 9 3 g ) fc b-c 

<X©2> 

4- (4-*/V^^/V7^/ : ar^^/V) -1- [2- (4— S/7V 37=c=i 
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is i x~nt>tifrfc&m (o . 9 3 g ) isZTtmrnm i <Dnm i -e&btiitik 
%m (i. osg) §r^v\ mmm 4 (OJLU7 tmm\^xmmt^m (o. 5 
8 g ) zm^o 

1- [2- (4-'>7/7i=/V) ^^VKl -4- (4— = Ka7x/^r^ 

<igi>i — <^i?/i^-4- (4-=hD73:y^f/i/) tr^y 

HJ&M 4 ©It 2 X# £> tl^tS^ (1. 1 g) *3«tT^4-^/V^-t3=: fo-< 
(0. 7 2g) 3:18V \ ^^J4©X@3 ^|SI«iKlUT«IBflS^» (l. 

6 g ) 

<X5g2>4— (4— =. hd^^y^i^t^vV) If^.]) 4— ^Og" 

J* 

imiT?#k*Vfcte-a#> (0. 4 7 g) ©S^nna:*^ (5mL) ^(31^ 
nn^i-^anx^/v (o. 4 0 g) S^Px.. 4. 5 B#F&&n$ygiffgUfc 0 

TI-^H^W* Ufeffc* $ S~-)V (1 OmL) 2 B#f?MfftitSiS Lfc 0 

^S:^EET^©*UT#feaSS:B^3i^l?i^U > ISmjftife**^- h P V 
J*7km&X pH 5:8 fcfS^ brg^g|^^/i.-ettttl Lfco ^PB8Jg«:^l7kfi»^ h 

y ? j»xmm.. mEETxtgrnzm^ i,it 0 #b^ca*^^ y ^y/v* 9 ^ * 

ifct^vv : ^ ? J 10:1) -CtttW" 5 ^ 9 ( 0 . 10 

g) Sr#fc. 

<Xig3>l— [2- (4— ^TV^ccs/U) cc^/V] —4— (4-— fo7 

3. y ^ 5vi-) tv< y 3? V- 4 /V©^ 

XS2-t?#fe^fei{k^ (0. 0 9 0g) &£XfimmMl<DTMlXn£>tbtc 
ib-^J (0. lOg) £:/BV\ |^^|4<DXS7i:^lJiUX^lB^'^i (0. 
0 54 g) £#fc„ 
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1- [2- (4-i/7/7x=;V) ^A-] -4- (4-fc Kn driven 
iygMl<DXS4l?#btbfc'fk^ (5 0mg) <D*9J— ;V (2mL) *&f£ 

iao 0 /oit-^^;-;v (o. 2mD ^m**. |gffiTte«afc&«*u*:fK 

mm*^-^x~m£kfc\sXWM-rz>z.kiz3:v)^ wm\&w (4 8m g ) ^ 

(£E»098) 

1- [2- U-S^TV^a^/W) -4- (4-t Kndfi/7i^7 

4- {1- [2- (4-V7/7*=/V) ^^A] 

4- (4— ^/W^xf/V^^ydf^^/V) -1- [2- (4 — $"7V 7*=. 
AO re^yi/] tr-<pv?V— 4— 3-— A- ^^fe 

(3G«m i) 

1- [2- (4— S^TV:?*— AO ^A] -4- (4-~h^-7^y^-iy^ 

tr-^y^-4-^-—/v 

(Mi0<ll2) 

4- {1- [2- (4-^7;7i^v) ^A] -4-t Kn^>bf-<JJ v?^ 

HWJ3-C#bnfcjb^ (0. 20 g) <D*?J~;V (lOmL) m%lK 
2N7kmfc1-h}) VJ* (0. 2 5mL) -SriPx., S^M^al^bfec, MJEETf- 
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fc„ t^m p h 3 \zmm \,x%rmm &im-tz> zt^^^o. mm 

\\&m (0. 0 6 9 g) &&&b LT#fc. 

Gte&feMi 3) 

4- {1- C2- (4->r/7x=A') ^5Vkl -4-t: Kodri/lf^y 

n— (2. 04g) h^t Ka77^ (lOmL) 

&tf*S;!k^=*iM ^A- 9 hP7$K (HM PA) ( 5 m L) L. &m 

3£H*CT\ 2teWfrTK:i. 5 9Mn-7f;vy^A-^f« (8. 74 
mL. 13. 9mmo 1 ) Sr^TUfc mUTCl 5#fflfe#Lfc^ ^£09 3 T? 
#btLfcfb-^^l (2. 5 0g) ©i7kfh7fcKn77y (1 OmL) S.tf*!l7K 
HMPA (5mL) 10 ^MT«5T Lfc„ »3 0^8m Sfcfi 

-ei7#^#Ufc 0 KJtS»T«. &J&m&?k&%}V?k& (2 OmL) fcJnfcgl? 
^ai^VV (2 5mLX 2) fcLTgfc^ Lfc 0 **fci$TlzMW Lfctf* k 3 MM. 

— /V-C'JKS^^Ufeo #fetLfcM^^r^^y— A (5 OmL) Xtfijc (10 
mL) tOB8SL, 3 OftffiffimffiVlto tm&. &&&W®.V**S*-/VTm 
T^Lfco EfcJETKUfc&LT, Mmtt&® (1. 8 3g) fcJiN&fcUTfl'fco 

(Hm^l 4) 

4- ( {1— [2- (4-i/77 7x=/V') ^A] 
>--4-^A^A} ^W^y) g*&#l&Z>&J& 

HJfe^J 1 C0X@ 3 X^btltcih^ ( 5 0 0 m g ) . 4 W 5 
it (3 4 3mg) ^itffefcTir h^h])^ (lOmL) £Djg^^7fC*^T h 
})Z7A'X-Bjtn'XA*fc>Wtajr>&&A. (6 0 9mg) Sr^Dx:. ^^#ffl^CT 
^2i.-T?6 8B#TO#Lfc 0 * (5 OmL) & XX*71z h ~ h V /l* (1 OmL) 2: 

^Sr^JEM^Lfc 0 aS^^ / -jV>&UQ?LXjm\z£ v> Lfc3L 
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tc&. aS^TTK (5 0mL) l«Lttt||-?p H£ 7 lcM&Vfc B tfc^&W. 

»u-c*, mm^/wmx-m&Tizm$i^ mmmmvxwmt^ (52 

4mg) UT#fc„ 

(mmmi 5) 

3- ( {1- [2- (4->j;7x=yV) Kc^f^y 

< Jim. 1 > 3 - $ /vr $ y f;i/©^ 

(1. 50g) , ff» (748/iL) , S?^uti* 
(15mL) ^-^{-TkTKi^T 1 -at^/W- 3 - (3-^f^7^7 
cr£7V) ^/l^S^f ^ Fifing (2. 4 7 g) &]JQZ.^ ^#HMTH?i.-C 1 0 
£\ ^i&trl 4R#ram#U u c 0 K^^Sr^* (3 0mL) (cav^^# % tK® 

o n ^ ^ ^t?ttm ufco ^«sr7k, mm^m-r h y t? j*ymm<vm-zm 
Tjvxmtm^^xwmfc&m a. ei g ) ^^tvxm^ 

X^l-e^fetLfc-fk^ (1. 0 0g) (DMTkT h7t Kcr^V (10m 

*(iM;i6. 7mD m.mnm%.Tmux3 o&mw&Mm. 

X' 1 4 I$P^# bfc„ *7K^T-Cy * / — /U (5mL) SriST 1 0 %^k7jc 
i-^^/^dOmL) &3D;fcTpH&l«TK:WaEU 2 Bm&DftftiiSfD L 
ft 0 »BETfciffiKSr«*L.r, aSKUfcgfckiffT- h y !7A*^£;&Dx_-Cg^az 

*EETK:^&W*UTilMW& (1. 0 5g) *#fc„ 

rcD^ife (5 0 0mg) CO^^y— (lOmL) 8Sfttojcfi6fttf- h y 17 A 
( 1 6 0 m g ) & 9 l^mAHRam UfCo 3&EETfc:^l&&W* LXaS^TTjc 
(2 0mL) {Cltfl?^ at— T/UX-$c&Ltc 0 *it*j^-e P H5~6|CiS8 

A«lfc„ «JETIC^ftSrW*bT^IBjfc^ (3 3 8mg) W B ttt 



45 



WO 02/096875 



PCT/JP02/04815 



<X@3>3- ( {1- [2- (4->'7y7x=;V) -4-tKndr 

y 4 --r ^ ?vw y ^/vr 5 y ) sif®©M 
mmmi<Dn:u 3©ft^i (20o mg ) *3«k^xS2T-#btL^b^ (i 

3 7mg) SrfflV\ »^Jl 4 tH^CUT^lE^^) (16 2mg) 
<?gffim 6) 

4- [2- (4-tKn^>-4- { 0^/^(4-— ha7i=;l/)7 5 /] ^ 

^vw f^y^^— i — T/v) ^^/v] ^o-yn h y /ke>-s*j& 

mti&Wl<D-XM3<Dik-&%0 (4 8 5mg) *5j;t*N-y ^V^-4 -= h n7- 

y>- (3 3 5m g ) &m\<\ mmmi4tmm^xmmi^m (7 3m g ) & 
mmmi 7> 

4- {2- [4-tKo^y-4- ({^f;V[4-(lH-rh7/-^-5 
<xg i > 4 -y ^/vt 5 y-o-y^ f y /K£><g-j£ 

4-7^0^/xM)^ (2. 0 0g) <D*?J — )V (2. 5mL) 
*C4 0%^^/VT^>- y ^7— JVmWL (7. 5mL) SrJlPit, ^#S^Tt? 

(«tWK ; : ftH^/l^ 2 : 1) fCHRUTs 

araBftj&4& (o. 4 8 g ) zm&tvxfflto 

<ig2>N-^f/v-4- (ih-t h r—y^^jfc 

XS 1 "C^fc-fb^fe (4 5 0mg) „ 9 0%Ti?fc-TbV ?A (664mg) % 
hyoc^/VT^— !7A^ny K (70 3mg) , *&7k 1 -y ^/P- 2 - f n y 
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Ky (1 2mL) ©il^J^iffllTl 4 0 — 16 CCT'l 0 B^Stf* bfc„ 
£iVXmmik&& (4 7 1mg) fcttJ&fcb-O&fc. 

<I13>4- {2- [4-k 4 — ( {^/P [4 -(lH-f F7 

*^l©X@3<Dfb^ (2 5 0mg) &&XttM2X%hfrk.\Y&m (1 
9 9mg) SrfliV\ $mmi 4tmm^\sXmtf\&® (85mg) *®3lt\> 

mami s) 

4— ( {1— [2- (4-->T/73i^/V) ^^VKI 

^l©Ig3f#e>tlfc^ (50. Omg) % 4-^f/V7 5/^S 
TO (34. 3mg) . /S-^n-r^MJi/ (5 8. 6mg) „ 1 NTk^ffc 
•7-hyr>A (22 7/tD *5£tf* (2mL) (Di&aQfaiZ. & S ' — A* (2mL) 
^B^., #ffl^T^iT? 3 HF^^bfCo (2mL) *5£ 

(2mL) Sr^^, ^^feSr^5feUfc 0 ^SrMJEE^ Lfc^L 2»St 
Id 2 -^n/V- A-^Mx.X pr?§j&fr£}§®PU ^W&^iS^UTffl^Sr^cJBESI 

^UT#4^T?pHSr7^iSlUfemx £fc@!£7}c. flftfex^K ^— x/v^Jil 
T-a#TlcSfc^U ffi^?a!SUX^I3{k-a^J (4 1, Omg) 3rt&5fc<b UT# 
feo # b^fcte^^te^-* fi, HJfi^ 1 4 (Dfc&®<D b<Dk-Wc Ufc 

(^fiMl 9) 

2- ( {1- [2- (4-i/7;7x=/l/) ^A-] -4-tKP*W!lt? 

4 — r a-* "Fast % ;)&mmm<D&& 
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mi&m i (dtm 3 (D^m (2oo mg ) ^M2.-^^;vT%/^^m^ 

(1 3 7mg) §rffiV\ 8 £P^UT^fB<b^ (-2 1 lmg) 

(«#)2 0) 

4- ( {1- [2- (4-i^7/7x=/V) x-f-Arl -4-k Kcr^rv-tf^y 
< TM l > 4 - Jivv 5: )vr % J & ^/v©^ 

4-7^/g|.f^ ; f^ (9 0. Og) ©^nn^^y (9 0 0mL) 

(9 0. OmL) Stfl-xf/l — 3- (3— S^^Vl^T^ 
/zTuyfjv) Kgffifcg (l l 4 g) £3 Oftfrtf tiaZ.it&. ^UX 

3 tifmm&irtco 50&miz.mammfcm-)- h y ?j»*mm ( 1 . 2 d s^u*. 
mfr^xmrnibG-yn (8 8. 7g) ^M^^u-r#fc 0 • 

<IS2>4- ( {1- [2- (4-v'T/7x=;I/) ^5vV] -4-kKczdr 

HSiMiox©3-e#b^fc-fb-a-^ d 3 9 g ) „ TMixnbtifcik&m 

(1 1 3 g) x $m%V !?A (I20g) , Tt h^MJ/V (5 7 OmL) (DM 
jt^U-cm^l^^ (2 5 0 g) UT#fc„ 

®m<pfflfc (2 5o g ) ©fekfh7tKn77> (2. ol) m&\^*?fr 
Tiztf^^-mtt^'^m. (iom; i4 8mD ^3omtlt, mm 

<i> u-r ojpx.fc^s 1 0 %m&-* * j —jv&mz-x pH^i &>TKmm u m 
m.x-3 oftm&&2tifmMim$fcvfro ^i^^Ttt*tt, mmz-mmm 
m^km-rhv v^mfe ooomu sttjpxi, mwtxv ?j»&m^x pn&i 
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jj^ 2*W-? yp^y 4 xj-^t YUy? 7. NH™ ; ChromatorexNH™] 
tHI;^t^:^nn^^y=l : 1~1 : 2) fcTflftlUfc. ^£>*Lfc3g. 

ag^^-^wa^^Tifei^ iaa»ur«iBifc-&* (33. 3 g ) *m 

(^£002 1) 

4- ( {1- [2— (4-^7/7x=;l/) ^^vP] -4-k KD^>^yi? 

< xm. i > 4 — ^ ^/^r 3: j ^zwrnk tert- ^/i^-a^ 

4-^^/VT$y^a^=^ (2 0. 2g) t tert-^y— (lOOg) © 
m&mz- 1 -oc^vP- 3 - ( 3 - v?p< "f-fVT tV^) j27/V#^ ^ Y%B6k 

m. (2 5. 6g) t 4-v 5 ;*9vVT^/ If y S?^ (13 4mg) SrJD*-, 

mat UT#fc 0 

<Xg2> 

4— ( {1- [2- (4-^7^7x^1/) -4-t Kd^^!)^ 

X© 1 T^bftteffrcHfe (8 7 4mg) CD^Tk^h^t Ka77V (4. 2 2 
mL) n-^/vy^^A^iJ-v^ (1. 5 7M; 2. 6 8mL) 

<Z>X@3T?#e>tl/^b^ (1. 0 2g) ©ifck^r h ^ (4. 2 2 

ml) ftWL 5 "C^Tt? 3 0 #}&»«~C«T U PI jftT? 1 1$ M $ £> fcHf 5 

2l*BBSH^Ufcc.3Mc?&T-C* (4 0mL) ZMx.. ftH^/V^WUfc„ * 

Vtc 0 nbtvfc.mm&i'VjJ'FfrX^J*?**^ F^77-f^nTM/y^ 
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NH™ ; ChromatorexNH™] (^ttif& ; : ft^xf;^ 7 : 3 ~ 1 : 
1) KT*t®lLT, fiffEfc^ (940mg) UT#fc„ 
(3t%092 2) 

4- ( {l- [2- (4-ixTy7^=yv) 

< 1M 1 > 4 — */U § /VT ^ 7 tert- 
4-T?y^S#^tert-y^V (2 5 g) ggfigHl 5©Iglti 

«fcUT*lBffc&*> (2 5. 8mg) ^fttUT#fc„ 

<X@2>4- ( {1- [2- (4-i/7y7x=/P) ^vk] -4-fc Ka3f 
HiSM l ©Ig 3 xm>t>titcfc&%> ( 0 . 4 8 g ) , IS l T# bfrliLfc&m 

(0. 4 4g) . £^;fry*A (0. 55g) , ^i^^/wfr/W^T^ K (5 
mL) <D^^Sr^*#a»T9 5~1 0 S'C'CS^^UfCo * (3 0m 

h 9* Ufc. «BETK:«aSESrS*UX#*:afilE (1. 1 g) Srixy*^ 
/V* ^J^u-^h^^w Pvhl/y^^ NH™ ; ChromatorexNH™] 

mmm. ^m*-^ ■. mm^^= 1 : 1 -sm^^w) hither lt. mmit 

(0. 5 5g) %&M>tvxmc 0 

<X©3>4— ( {1— [2— (4-^7y7a:=/V) -4 — t Kn 

3r 5" fc°^ y 5?V- 4 — T /lo* p< 5VK7 5 7 ) gtfS tort-T^/HD-g^ 

3Mii (1. 7mL) £3 7 %i£jVJ*T Jl^fM K/fogifc (3 7mg) 
m ^7X7K^TT7K^k(5 5 *^ fy«7A (38 mg) t Z£M 2 T# b frtcl 

(0. lOg) Ofh^tKP??^ (2mL) i^iTtt^ RittT*U 

< i B»mft& ufc„ fift^a***-*- h y ? JntK^t p h 7 {cps ur, BBft= 

^/VTttfflL.fc 0 til &fi^fc*fckT83§^ tSTKWBft^hy !7A"C^bfc 0 
MEETimm&'glzVX&ibthtc.mm. (0. lOg) ^U^^yA^Pv 
^7 7-/ — [^p-^ hW/^^ NH™ ; ChromatorexNH™] mttim ; 
^ :mm^^=3 : 1~1 : 1) RlTHfiRbT, m&i\&%t (6 0mg) 
& t bT#fc 0 # ^fc-fb^^tfe^-* fi. SUSM 2 1 (Dft&m<D -h<Dt — 
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($mw2 3) 

4- ( {1- [2- (4— f7V:7:c=i/U) -4-fc Kn*$/tr-<y 5? 

<IS1>4- ( {1- [2- (4-^7/7x=;V) -4-fc h'P^f 

^Jfe^lKDXmsOD'fb^ (2 4 2mg) % 4-7$/SAS»^f^ (7 5 
6mg) „ MtKjI^^P^^A (1 0 6mg) *5 itWUbJcT-fe h= b U A* (1 - 
mL) ^)jg-^^^#ffl^T-e2#P^Hl^il^UfCo mm-kMfr (5mL) £ 

—^rM-MMmtX 2 0^-r5 £ £ fc.fc D % Mmik&& (144mg) Srigtefc 
<IS2>4- ( {1- [2- (4-^7/7x=;V) ^fV\ -4-fc KP=f 

i/^yi?y-4 — (Mf-M ^f;v7 5/) sfc&W* ^©-^j* 

is i (oit&m (33. 7 g ) $rffiv\ mmm 2 2 £>ig 3 1 mmc i^xmm 

ik&W (20. 6g) LTfWfc. # (bihtcit^s (nm't&r- * ^Jfc 

(^2 4) 

4- ( {1— T2- (4-i/T/7ain/V) J^vVJ -4-tKP= J r^9i? 

4 ,\,* J. ^;VT 5 y ) ^A*SH" h J? !7 

<IS1>4- ( {1- [2- (4->-7/7x=;v) ^5vk) 

^jfe^!i2 o-e#e>^f^b-a^ (i. oog) <Dmfo7" h7t Ko77y (35 

mL) ^(-7lC7K^T-C9 0%^y 7Ahy^fA->7/7- h (7 8 7mg) 
fcg¥K=c^/U (lOmL) «raq*LT»#U »«Lfc. ^ftfc^fe 
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^Mvxmmtomm^nsmvMvx^mmvx^mm (7 7im g ) 

ZL(Db%^mm OOOmg) i*'(2mL) KMfmL, 2NitfpH 

HJS^J 1 4 wfe CD t — Sc Lfco 

<3^2>4- ( {1- T2- (4-y7/7i=A') -4-tKn 
^fcVtJJ 4 — f /vy y y } h y ?AO^ 

X@ 1 T?# e>*I//bfb£*& (9 3. 5mg) ©^^/-/Kl OmL)IS^t 1 
N*iMb-^MJ (2 3 8/iL) »ttM-e3 0#^#bfc o 

kimrfte.m^xm&tejgm^j*' (5mD sr^x/cste^fc, 7&m>% 
wvm$k vxnmc&m (76. o m g > u-c#fc„ 

(M2 5) 

4- ( {1- [2- (3-i/7;7i=;V) ^/V] 

^- 4 -- r ;vy ^/vt 5 y )^&#my ^/w-ftjfc 

< IS 1 >3->'7/7x ^/KTi? h T/Vt* t K<£>£*jjfe 

3-V7/^X7/VftK (6. Og)'«r/BV\ %mmi<DTMl tWMK 
VXUWA\&®> (6. 3 2g) Sr»«MfeiU-C»fc. 

<X©2>4- [ (l-^^/V-4 — t Kodri/b: 0 ^y ^-4-^/Wpf^ 

/v>y *v*-r =• y ]^§.#my ?vkz>^& 

mfaffl4<DJLmixntbfrfcfc&m (9 0. o g ) *3.fcTmi£#!l 200^1 
X&biMt.tt&W (7 9. 3 g ) <£>$£7jcTir b= h V;v (3 0 OmL) ^^{^ 

wtxvvj* 02. o g ) ^p^^*#ffl^:T-x?3 o^Mia^ufc $m'& 
^(Dm^-m^^-c hxmmi^xmm^mmT^mvxmm^mi^ a e a 

g ) Sr»itt#fc 0 

fflK^WH* (164g) Ofh7tKP77y (12 OmL) 
^TF\ 7k^T^7>--My^-/l^-^ (10M: 8 3. 7mL) £2 0#a>tt 

■c»ru«s mm.x-3i$ffflmvit 0 Tk^Tizmsm^ ? j—jv (400 

mL) ^UfoflOxfc^ it^TKm-^^y— ( 2. 5M/L : 4 0 
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*u wmasm^/^ (2D tezxtrnfammtm-}- h v * (id 
&mz., i N^^b^- h v v j**mm&m^x p h^io \z.mm\,xftmvtc 0 
T^m^mm^^x-mmv. wm^^mttttx^ ma^m^xm^m^ 

^V*7A^nyh^77^- ( mtiti& ; WSfc^^/U : /V= 2 0 : 1 

-10 : 1) MBtl-C&BMI (1 2 5 g) £#fc„ iOfiaaSft4r|f^i?* 
sf/Vjj^J*? tz-^r yy*7-7 4—\W^Y^V? * NH™ ; CJhromatorexNH™! 
(*&&*& ; ^MM' : B^BI^^vv :fh7kKo77y=4 : 4 : 1) |£T*fSS 

lt, wm&m (6 7. 7 g ) iiftttxtfc, 

<IS3>4- [ ( 4 - 1 Kn df-i/^ y 4 -- f /U^ ^7 5 

si ^Mmm^^/w^is. 

1 0%^9S?^A-K8H (3. 9g) 7V (4 8 0mL) IC^P JCZfCfif 

*HiStTK:M"Cll*MtJI#Ufc. 332"C^UmiJ (6 7. 7g) <D* 
ZJ—?V (2 0 0mL) ^-SriPx.. jdc*#HSlTK:M-0 3 0 R#fflft& bfc D 
t7-{ h^ft *TftGR*itBU U HI^iffiTtM L-C»«MS» (58. 6 g ) 

(5 1. 6g) iftitLtflfc. 
<X@4>4— ( {1- [2— (3-$<r/7x=iA') 

^tr^y v?^-4— fAs^f-M ^w^y) s£M&?t ^g^s-jig 

^op^^y (14mL) KJim3Xm^flttiit^m (5 5 7mg) % XM 
lX&*btlfclk&® (5 8 1mg) $$£Xfgm (0. 7mL) &*P?l % tKtKJ^T 
b y T-fe h ^ri>7K^b« 5 Iff "T" h y 17 A (1. 70g) SrJP**:^ S3H£H$( 

rmmx4 5^ mm.x4mmM&vfe B 5k*%}T7k domD &#wric&n;su 
Tiz.mm*w3z vxmc.mm&i/ y * tr^u 7^p?h/77-f- mmm. 

mk^A^i *?S—JV=9 : 1~4 : 1) tTtUtT, m&fc&lfo (2 10 

mg) »a-c#fc, 
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mnm2 e) 

4- ( {1- [2- (2->7;7i=;V) JL^vv] -4-fc Kn^tr-^y 
^- 4 -> r /k* fvw}^ ?vvr $ y )£S^y J-w&m 

2-iX7/'<yX7;t^ f t K (8 3 3mg) &JgV\ Ht^JlOIgl tl^HI 
\Z. \,XWmft&W ( 7 0 5 m g ) UT#fc„ 

<X^2>4— ( {1- [2- (2—>7/7x^) ^^vl/J -4-fc Kd* 
tf-< y V- 4 — >f /V* ^VVT $ J } ^&#&y 5vK£>-g-j£ 

ggftftl 2 5 ©Ig 3 b*Vfc.tt&W ( 5 0 0 m g ) 3s£X*JM 1 bftfc 

{k;^ ( 3 9 1 m g ) v \ mrnm 2 5 <Dig 4 £ i^tifc ( e 

7 2mg) Sr»S*fcUT#fc. 
^2 7) 

4- ( {4-fc Ktt^rV— 1— [2- (4—*#Z/*SU&~jU'7^=./l') 

/V] f^y ^-4— <JV*f-jV\ £MBfe0>£-j£ 

<Igl >4— ( [2- (4-^^^^^— — 

/v) T-t^/U] t*-<y ^>--4— r^^/H ^w^y) ^SW^/kd 

2 5 ©IS 3 -e#fc<ffc?g^ (0. 90g)*5<fctf4-y ^vv;*/v* =yU 
^^-/Vg^ (0. 7 6g) ©^np^y (l5mL) ^£5^1-1 

^/v- 3 - ( 3 - ^7 5: y y a fc°/i-) uas-&*m $ \?m.mm. < o . 6 8 

g) SrJD^ s ^St?lNFra^Ufco £tJ&*£K#;4c (8 0mL) f3:&v^;9-$^ 
i ) *fcT«fi»UT8BBfb£4& (l . 3 6 g) &m&b vxm^o 

<JM2>4- ( {4-tpB**/-l- [2- (4-^^y^*=/I^7x 

^/v.) zc^/v] fcV<y^-4— < (jutf-M ftAM^^o 
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Ifilt#fcfli^«l (1. 3 6g) % M*i7 L h9K Fv77ls (l5mL) *5 

x vm* ?w (8 5mL) (Dm&mz.mm&m^T, zjofc^T-c^ ? v 

-a^^^/l^t (10M; 0. 8 6mL) feS&JWCAl&fcft* tS"C*2 4 
mmWtL-tCo fcykftTXtfysU (lOmL) SrJPx./c^ ^bTK^-^i? 
y~^^M (2. 5M; 5. OmL) ^MtpHlrl&lTtilLT, 2B#BS1 
;MS$5Lfc 0 MBET^^@*b-C, aS(-^acr^/ixA (5 OmL) *5± 

b y ^A*^ (5 OmL) 2 NTklgflST- h V 

7km& (5mL) trffiV^pHSr l 0 f£fi3g&#i& *I^Pn*/^r- 
ttWbfCo #»Ji itzkW?- h y 

Lfc 0 MffiTJc^M^W* a^^rix y 7 ^ * n h 

-7j~[? n-v Y Uy??. NH™ ; ChromatorexNH™] ; W cr n;* 

?y: ^;- ;l ,=2o : i) \zxmmvx&itmmi£&, mm^*xm$ 
mmvxmmit^m <o. 7 6 g ) £&ni£l-t:#*: 0 

<It3>4- ( (4-tKn^-l- [2- (4-^^y^/V*^7x = 

X@2-C#e>tt^^ (0. 7 8g) <D*#/—;V (2 OmL) »2 
N*HWbT- h y ^^Tk^M (3. 4mL) fc&P;fcT3flm&R*&^Lfc. MET 
{ci^«rW*L-C > ^gl-i-f/K TK^P^T^LfCo TfcJiSr^—TVi'Tfife 

?ttr, aofc^fcS^3N^-epH^5~7{^iiL-c, strcsor&^L 

ito #M*timvx7kx&ifr&. ffim.T\cmM\sxmm{k&& (o. 6 7 g ) & 
fe&kvxmco 

<IS1>4- [ (4-fc Kb*J/- 1 - 7x5^7^^!) S?Zs—4 — f 

mmm 2 5 cdtm 3 -c^fcfc^ o. 4 5 g ) aaio^a^ypgisfc (1. 8 

6g) £/BV\ H»J2 7©IS1 £R#K:L.T«HBfl:£4& (3. 5 2 g) 
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xmi-?#fc{fcl^& (4. 5 2g) &JBV\ HJS0IJ2 7©Ig2i:KffctT 
tUBflS-g* (3. 12g) &fefc£lxT:#fc. 

<IS3>4- [ (4-fc Kn*^- 1 - 7x*?-A'lf*<y iWf- 
1M 2 *T?»fc:fl5£* ( 1 . 5 5 g ) &/HV\ Hiife^J 2 7 ©Ig 3 tt 

araafb-a* (i. sog) *«fti:ur#fc. 

(«^J2 9) 

4- ( {l- [2- (4-*/ry7x=yu) -4-t Ko^ftv*!* s> 

mnmi 4-cnt>titc{k-&® (so. o mg ) <d@i^ (iooh) ^^2 

N}£@£ (7 6|xL) «r»jfcT^H8*«:TORLfc. tK (400^L) £8i#T 
-^/K^JIH-C^UT^fol&ltUr, «8Bfb^* (4 8. 2mg) SftifctT 

29i LT^T^-g^*^ Ufco 

(*&fc0«f3 0) 

3- ( {1- [2- (4-^r;7x-;v) ^/v] -4-tKD^>^!;$; 

2- ( {1- [2- (4-y7;7x^) ac^-/V] -4-t Kn^vif^y 5? 

0mm 3 2) 

4- {2- [4-t ({y^/V [4- (lH-fh7/-/l'-5 
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^»!I3 3) 

4- [2- (4-fc Kndr^-4-{ 05VK4 — =■ h o 7oi=/P)T $ 

/v}fc-<y 1 — ( /is) -<i/V— 

iiWl6©M (8 0mg) fc2-^t»^y— A- (2mL) *5«fctf;**y 
— /V (lmL) {^«?U-C X 1 MSfrffsk^f 7VV (0. 3mL) &;bDx.-C^ 

»U <6j»UT«WU-&* (73mg) LT#5fco 
(*lfe^j3 4) 

4- ( {1— [2- (4-v'T/7^=/V) ^/P] -4-fc Kn3r^fcv<y *? . 
5HJ£#)2 1 ©X@2T?#e>tTxfc^'a^ (lOOmg) £6N:&& (0. 5m 

D icts«t, raa-r* 5 ufc. * Omi) Sr^ox, £tl£;fr y * 
ufc^, 6 Nmm-c p h 3 ksusi lt, *f£tt4&&ati&&sa5rr<5 zti-zymm 

(7 1mg) Srjei.itt#fc„ ^fefrfcte^ofcrt*?*--*^ MM&l 
2 9 <Dih-^m<D h(Dk —Wt b/c 0 

£M 34i U-C^TO-fb^Sr^ Lfc 

<^»^3 5) 

4- ( {1— [2— (4-V7;7i=A') a^/U] 

4- ( {4 — fc Kp^- 1 - [2- (4— ^^^^./V/Jx^/V^ai^/V) 31^=- 

yv] fc-<y i?^-4— r^^vw ^f/vT^y) g&mm. —mm<o&& 

m&M2 7(D-XM3-(?mc.fc<&m (0. 6 5g) £0. 4N7kmik1-hV9J>. 
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TK^fS (2 5mL) tC^UT 5 t CT?3N^^VNrpH3~4t;i^Ufc(0 

mc&m (o. 6i g ) srisfii:UT#fe. 

^3 6 i^^UX^T^k^Sr^Co. 
(HJ£M3 7) 

4- [ (4-t Kn^->- 1 -7^^^!) ^y-4-^f/^f /V) ^5vl^ 

r^y] 3?s#sfc -mutt 

(HffittlS 8) 

4- ( {1— [2- (4-^7y7i=/V) ^^/V] -4-t Kn=a^ixtf-<p $? 

mmm 2 0 ©it 2 x#^n^b^ (n. s g ) (dm^t h 9 t kh ? 9 

^ (6 3 0mL) ^?(CtK7K^T-C9 0%*y MJ^^/ViX7/7— h (1 

4. og) £;tax.-r. ^m#ffl^r^ia-e3 bfc. 

^SrTlc (5 0 0mL) 6N^-epH3tCfiSUfc 0 U 

mmm 38 1 mm- utsit©^^^ ufc„ 

(JUS0II3 9) 

4- ( {1- [2- (3-i/7y7x=/V) ^/^] -4-t Kn^br-^y 

>- 4 — r 9vw ^ ?vvt ^ y ) mm —mm. 
$&m± o) 

4- ( {1- [2- (2->7;7x=/V) -4-tKn^>^!J^ 
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11 





I R 

(cm" 1 ) 


NMR (ppm) 
mW- 30011Hz, *: 270HHz) 




i 


KBr: 2227. 
1510, 1454. 
1228. 829 


DHS0-d 6 : 7.74(2H, d. J=8Hz), 
7.45(2H. d. J=8Hz), 6.74(2H, d, 
J=9Hz), 6.65(2H, d; J=9Hz), 
4.40(1H, br.s). 3.6K2H. s). 2.87- 
2.79C2H, in). 2. 66-2. 46 (4H, m). 
2. 40-2. 29 (2H, m). 1. 73-1. 60 (2H. 
m). 1. 54-1. 43 (2H, m) 


95.4- 
99.8 


2 


KBr: 2233, 
1608. 1510. 
1252. 1045. 
829 


CDCI 3 : 7.58(2H. d. J=8Hz). 
7.32C2H, d, J=8Hz). 7.30(2H. d. 
J=9Hz), 6.90(2H, d, J=9Hz), 
4.63C2H, s), 3.8K2H. s). 2.94- 
2.84C2H, m). 2. 81-2. 72 (2H, m). 
2. 70-2. 61 (2H. m). 2.50C2H. ddd, 
J=11, 11. 3Hz). 2.130H. br.s) . 
1.87-1. 69 (4H, m) 


148. 7- 
150.3 


3 


KBr: 2225. 
1711. 1606. 
1282. 1259, 
1167, 


CDCI 3 : 8.00(2H, d, J=9Hz), 
7.58C2H, d. J=8Hz). 7.32(2H, d. 
J=8Hz). 6.93(2H, d, J=9Hz), 
3.89(3H, s), 3.88(2H. s), 2.94- 
2.85(2H, m). 2. 82-2. 73 (2H, m). 

0 7 ft— 0 ft 9 (OH m\ O CI fOU AAA 

0=11. 10, 4Hz). 2.1K1H, br.s). 
1.88-1. 72 (4H, m> 


118.6- 
120.6 


5 


KBr: 2229. 
1664, 1606. 
1419. 1261 


DMS0-d 6 : 7. 87-7. 78 (3H, m). 
7.73(2H. d. J=8Hz). 7.44(2H. d. 
J=8Hz). 7.17(1H, br.s). 6.96(2H. 
d. J=9Hz>. 4.530H. br.s). 
3.79(2H. s). 2. 88-2. 78 (2H, m), 
2. 69-2. 31 (6H, m), 1. 73-1. 48 (4H. m) 


192. 1- 
193.2 


6 


KBr: 2229, 
1593. 1344. 
1263. 1111 


CDCIa*: 8.21(2H, d, J=9Hz), 
7.58(2H. d, J=8Hz), 7.33(2H. d. 
J=8Hz). 6.99C2H. d. J=9Hz), 
3.92C2H. s), 2. 94-2. 84 (2H. m), 
2. 83-2. 73 (2H, m). 2. 71-2. 61 (2H. 
01). 2. 56-2. 43 (2H. m), 1.96(1H, 
br.s), 1.86-1. 75 (4H. m) 


134. 7- 
156.7 
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I R 

(cnf 1 ) 


NMR (ppra) 
mW- 300MHz, *: 270MHz) 


CC) 


7 


KBr: 2227. 
1608. 1510. 
1234, 827 


CD3OD: 7.73(2H. d. J=8Hz). 
7.52(2H, d. J=8Hz). 6.80(2H. d. 
J=9Hz) 6 71 (2H d J=9Hz) 
3.8K2H, s). 3.65-3.58(211, m), 
3. 48-3. 34 (4H, m), 3. 25-3. 1 5 (2H. 
m). 2.12(2H. ddd, J=14, 14, 4Hz), 
2.00-1. 90 (2H. m) 


253.0- 
255.6 


8 


KBr: 3359, 
2229, 1608. 
1514, 1248 


CD 3 0D: 7.73C2H, d. J=8Hz). 
7.52C2H. d. J=8Hz). 7.28(2H. d. 

u-57iiA/ v O. 5f*r VUl, tl, %J=*mZ/ f 

4.53(2H. s), 3.89(2H. s). 3.66- 
3.55(2H. m), 3. 50-3. 34 (4H, m). 
3.26-3. 14 (2H. m), 2.13(2H. ddd. 
J=14. 14. 4Hz), 2. 03-1. 90 (2H. m) 


189. 2- 
192.3 


9 


KBr: 3230. 
2549. 2225, 
1705, 1606, 
1288, 1259 


CD 3 0D:7.98(2H, d. J=9Hz), 7.73CZH, 

d. J=8Hz). 7.52(2H. d. J=8Hz). 
7 05f2H d J=9H7^ 3 Qft (9tt st\ 

3.87(3H. s). 3. 57-3. 46 (2H. id). 
3. 43-3. 32 (4H. m). 3. 23-3. 14 (2H, 
in). 2.18-2.04C2H, m), 2.02- 
1.93(2H, id) 


183. 7- 
189.7 


10 


KBr: 3330, 
2227, 1676, 
1606. 1408. 
1263 


CD 3 0D: 7.86(2H, d. J=9Hz). 
7.73(2H, d. J=8Hz), 7.53C2H, d. 
J=8Hz). 7.04C2H. d, J=9Hz). 
3.98(2H. s), 3. 64-3. 52 (2H, m), 
3. 48-3. 34 (4H. m). 3.26-3. 16 (2H. 
m), 2. 23-2. 07 (2H. m). 2.04- 
1.93C2H. id) 


251.0- 
254.9 


11 


KBr: 3338. 
2227, 1593, 
1510, 1342, 
1269 


CD 3 0D: 8.24(2H. d. J=9Hz). 
7.73(2H, d. J=8Hz). 7.53C2H, d, 
J=8Hz), 7.14C2H, d, .J=9Hz). 
4.04C2H. s). 3. 61-3. 50 (2H, m), 
3. 46-3. 33 (4H, m). 3.24-3. 16 (2H. 
in), 2. 18-1. 95 (4H. m) 


219.6- 
221.3 
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1 R 

(cm" 1 ) 


NMR (ppm) 
(Mm- 300MHz, *: 270HHz) 


(X) 


12 


KBr: 2935. 
2227, 1707. 
1606. 1257, 
1165 


CD 3 0D: 7.99C2H, d, J=9Hz). 
7.73(2H, d, J=8Hz), 7.53(2H, d, 
J=8Hz) 7 04 (2H d J=9Hz) 
3.99(2H, s), 3. 63-3. 53 (2H. m). 
3. 50-3. 36 (4H. m). 3. 25-3. 16 (2H. 
m), 2. 21-2. 07 (2H, m). 2.05- 
1.95(2H, m) 


239.5- 
242.2 


13 


KBr: 3309. 
2229, 1604. 
1543 1363. 
1246 


DMSO-dc*: 7.88(2H, d. J=9Hz), 
7.74(2H, d. J=8Hz), 7.45(2H, d, 

.fcftHy^ 7 MOW A .l=QH7^ 

4.550H. br.s). 3.82(2H, s), 2.88- 
2.80(2H, m), 2. 69-2. 33 (6H. m), 
1.73-1. 50 (4H. in) 


208.4 
(dec. ) 


14 


KBr: 3211. 
2231. 1606. 
1572, 1520, 
1383. 787 


CD 3 0D*: 7.8K2H, d, J=9Hz), 
7.66C2H. d. J=8Hz). 7.45(2H, d, 

w-on£^ . w. ou v^n, u, u — <fn/.j , 

3.47(2H. s), 3. 13-2. 70 (8H, m), 
3.1K3H, s). 1.95-1.80(2H, m), 
1.77-1. 66 (2H, m) 


220.0 
(dec. ) 


15 


KBr: 3400. 
2229, 1556. 
1379. 768 


CD 3 0D: 7.68(2H, d, J=8Hz), 7.49- 
7.43(3H, m), 7.30-7. 26(1 H, m), 
7. 19(1 H. dd, J=8, 8Hz), 6.95- 
6.89(1H, nO. 3.44(2H, s). 3.37- 
3.25(2H. 01), 3. 20-3. 00 (6H. m). 
3.07(3H, s), 2. 02-1. 77 (4H, m) 


181.9- 
189. 1 


16 


KBr: 3400. 
2227, 1591. 
1502, 1308, 
1113 


C0GI 3 : 8.1K2H, d. J=9Hz). 
7.55(2H. d. J=8Hz). 7.26(2H, d t 
J=8Hz). 7.14(2H. d. J=9Hz). 
3.75(2H. s). 3.0K3H. s). 2.83- 
2.75(2H. m). 2. 56-2. 43 (4H. m). 
2. 35-2. 25 (2H. m). 2. 12-2. 02 (2H. 
m), 1.88-1. 78 (2H. m) 


98.3- 
108.1 
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I R 

(cm" 1 ) 


NMR (ppm) 
(*IHi: 300HHz. *: 270MHz) 


(X) 


17 


KBr: 3400, 
2229, 1612, 
1508. 1205, 
827 


CD 3 0D: 7.82(2H, d. J=9Hz), 
7.69(2H. d. J=8Hz). 7.50(2H. d, 

3.46(2H. m). 3.53(2H. s). 3.45- 
3.27(4H, m). 3. 25-3. 14 (2H, m). 
3.13(3H. s). 2. 14-1. 85 (4H. m) 


159. 7- 
171.8 


19 


KBr: 3400. 
2227, 1606, 
1458 1375 
708 


CD 3 0D*: 7.93(1H. d. J=8Hz), 
7.70(2H, d, J=8Hz), 7. 60-7. 54 (2H. 

_\ -j AO fOU A I QIi—\ 7 nc 

7.28(1H. m). 3. 44-3. 09 (8H, m), 
3.40C2H. s). 3.00(3H, s), 1.91- 
1.79C4H. d) 


106.5- 
116.2 


20 




CDCI 3 : 7.89C2H, d, J=9Hz), 
7.58(2H. d, J=8Hz), 7.3K2H, d. 

3.86(3H, s). 3.42C2H. s). 3.1K3H. 
s). 2. 91-2. 74 (4H, in). 2.68- 
2.59(2H, m), 2. 45-2. 33 (2H. m). 
1.83-1. 63(4H, m), 1.50(1H, s) 




21 




CDCI3*: 7.84(2H, d, J=9Hz), 
7.57(2H, d. J=8Hz), 7.3K2H. d. 
J=8Hz). 6.80C2H, d, J=9Hz), 
3.40(2H. s). 3.09(3H, s). 2.91- 
2.72(4H, n). 2. 67-2. 58 (2H. n). 
2. 44-2. 31 (2H, m), 1. 83-1. 60 (4H, 
m), 1.57(9H, s). 1.490H. s) 




24 


KBr: 3435, 
2233. 1604. 
1522. 1408. 
1383 


CD3OD: 7.80(2H, d. J=9Hz). 
7.64(2H. d. J=8Hz), 7.42(2H. d. 
J=8Hz). 6.77(2H. d, J^9Hz). 
3.40C2H. s). 3.08(3H. s). 2.94- 
2.75C4H, m), 2. 67-2. 59 (2H. m). 
2. 51-2. 40 (2H. m), 1- 82-1. 60(4H. m) 


265.1 
(dec. ) 



62 



WO 02/096875 

,^3 (&#) 





I R 

(CDf 1 ) 


NMR (ppm) 
mm- 300MHz. *: 27018Hz) 


si jS 
(°C) 


25 


~ """" 


CDCI3*: 7.89(2H, d, J=9Hz). 7.53- 
7.35(4H, id), 6.83C2H, d, J=9Hz), 
3. 86 (3H, s) , 3. 42 (2H, s) , 3. 1 1 (3H, 
s), 2. 88-2. 74 (4H, m), 2.66- 
2.58C2H, m), 2. 44-2. 33 (2H, in), 
1.83-1. 63 (4H. m), 1.50(1H. br.s) 





26 


— 


CDCI3*: 7.88(2H. d. J=9Hz). 7.64- 
7.58(1H. m). 7. 56-7. 47 (1H. m). 
7. 33-7. 25 (2H. m). 6.82(2H. d. 
J=9Hz). 3.86C3H. s). 3.42(2H. s). 
3.10(3H. s), 3. 08-3. 00 (2H, m), 
2. 87-2. 63 (4H. m), 2.45(2H, ddd, 
J=12, 12, 3Hz). 1.85-1. 50 (4H. m) 


' 


27 





CD3OD: 7.94(2H, d, J=9Hz). 
7.85(2H. d. J=9Hz), 7.58(2H, d. 
J=9Hz), 6. 86 (2H. d, J=9Hz), 3.58- 
3.26(6H, m), 3.56(2H. s), 3.23- 
3. 12C2H. m). 3. 15(3H, s), 3.1K3H, 
s). 2. 03-1. 84 (4H, m) 





28 




CD3OD: 7. 85-7. 77 (2H, m). 7.34- 
7.17C5H. m). 6. 84-6. 76 (2H, m). j 
o. oa von, ins , o. 10 s/ , 
3.1K3H. s), 1.95-1. 70 (4H. m) 




29 


KBr:3151, 
2225,1660. 
1601.1385, 
1194 


CD3OD*: 7.85C2H, d. J=9Hz). 
7.72C2H. d, J=8Hz). 7.50C2H, d, 
J=8Hz), 6.86(2H. d. J=9Hz), 3.59- 
3.26C6H. m), 3.56(2H, s). 3.22- 
3.10(2H. m).3.15(3H. s). 2.08- 
1.82C4H, m) 


146. 1- 
148.9 
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# 



WO 02/096875 



PCT/JP02/04815 





I R 

(cm" 1 ) 


N MR (ppm) 
mm- 300MHz. *: 270MHz) 


CO 


30 


KBr: 3413. 
3213. 2231. 
1687. 1601. 
1275. 760 


CD 3 0D*: 7.7K2H. d, J=8Hz), 7.55- 
7.45C3H. in), 7. 36-7. 29(1 H. ra), 
7.270H, dd. J=8. 8Hz), 7.12- 
7.03(1H, m). 3. 58-3. 24 (6H. ra). 
3.49(2H. s). 3.23-3.1K2H. in). 
3.10(3H. s), 2. 08-1. 84 (4H, m) 


125.5- 
129.7 


31 


KBr: 3294, 
2563, 2225, 
1676. 1608, 
1232 


CD3OD: 8.26(1H. dd. J=8, 1Hz). 
7.98(1H. d. J=8Hz), 7. 93-7. 85(1 H, 
m) 7 75-7 62 (3H m) 7 49 (2H d 
J=8Hz). 3.85(2H, s), 3. 56-3. 47 (2H, 
m). 3.35(3H, s). 3. 43-3. 1 3 (6H. m), 
2. 05-1. 92 (2H. m). 1. 85-1. 75(2H. m) 


195.3- 
200.6 


32 


KBr: 3400, 
2229. 1612. 
1508. 1383. 
1207. 827 


CD30D*: 7.83(2H. d. J=9Hz). 
7.7K2H. d. J=8Hz), 7.50(2H. d, 
J=8Hz). 7.02(1H, d. J=9Hz), 3.61- 
3.48(2H. m). 3.57(2H. s). 3.44- 
3.26(4H, m). 3. 23-3. 1 1 (2H, in), 
3.17(3H, s). 2. 11-1. 85 (4H, m) 




33 


KBr: 3338. 
2225, 1591. 
1500, 1327. 
1113 


CD 3 0D: 8.12(2H. d. J=9Hz), 
7.7K2H. d. J=8Hz). 7.47(2H. d. 
0=8Hz). 7.36(2H. d, J=9Hz), 
3.74(2H. s). 3. 57-3. 47 (2H. in). 
3. 40-3. 28 (2H, m). 3. 18-3. 07 (2H. 
m). 3.13(3H, s), 2. 97-2. 84 (2H. m), 
2. 68-2. 58 (2H, m). 2. 10-1. 95 (2H, m) 


169.8- 
173.6 


35 


KBr: 3377. 

2227.1685. 

1606,1173 


CD3OD*: 7.78(2H, d. J=9Hz), 
7.72(2H, d, J=9Hz), 7.50(2H. d, 
J=9Hz) , 6.69(2H. d. J=9Hz), 3.58- 
3.1000H. m). 2. 05-1. 85 (4H. ra) 


247. 7- 
253.2 
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I R 

(era' 1 ) 


NMR (ppm) 
mW: 300MHz. *: 270MHz) 




36 


KBr: 3392, 
2927. 1674. 
1603 1298 
1186, 1149 


CD 3 0D : 7.94C2H, d. J=8Hz). 
7.85C2H. d, J=9Hz). 7.58(2H, d, 

3.56C2H, s), 3. 55-3. 26 (6H, m), 
3.23-3. 13 (2H, m). 3.15(3H, s), 
3.1K3H. s). 2. 03-1. 84 (4H. in) 


246.5- 
249.6 


37 


KBr: 3386, 
1603, 1523, 

1190 


GD3OD: 7.84(2H. d. J=9Hz). 7.37- 
7.22C5H, m). 6.85(2H, d. J=9Hz), 

r% r~ A /All _.\ 0% rn 1 A 1 /nil . \ 

3. 54 (2n, S) , 3. 52—3. 43 (2H, m) , 
3. 37-3. 21 (4H, m), 3.14(3H, s). 
3. 11-3. 03 (2H, m), 2. 07-1. 93 (2H, 
01). 1.91-1. 82 (2H. m) 


242.5- 
245.0 


39 


KBr: 3435, 
2229, 1676, 
1603 If 88 


CD3OD*: 7.85(2H, d, J=9Hz), 
7.7K1H, m), 7. 68-7. 61 (2H, in), 

7 KAfiU AA 1— Q ftlWt A ££ f Oil 
/.DflAIn, QQ, iFo, onZj F 0. oO vZn, 

d. J=9Hz), 3. 60-3. 25 (6H, m). 
3.56(2H, s). 3. 20-3. 08 (2H, m). 
3.15C3H. s). 2. 07-1. 82 (4H. m) 


166.8- 
176.4 


40 


KBr: 2929, 
2224. 1668. 
1603. 1190 


CD3OD*: 7.85(2H. d. J=9Hz), 7.79- 
7.64(2H. m). 7. 59-7. 44 (2H. n). 
6.87C2H. d, J=9Hz). 3. 62-3. 51 (2H, 
in). 3.57(2H. s). 3. 49-3. 26 (6H. in). 
3.15(3H, s). 2. 09-1. 85 (4H. in) 


197.2- 
222.4 
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# 

WO 02/096875 

,^4 



Hf£0! 


i n 

(cm- 1 ) 


N MR (ppm) 
mm- 300MHz, *: 270MHz) 


(X) 


1-1 




CDCI 3 : 9.80(1H, t, J=2Hz), 
7.67(2H. d. J=8Hz), 7.34(2H. d. 

1— OU 7 \ Q DO /OU J |_ ou-,\ 

u=onz^ , o. ez izn, a, j=znzj 





1-2 




CDCI 3 : 7.60(2H, d, J=8Hz), 
7.34(2H, d, J=8Hz), 2.90(2H, dd, 
J=9. 6Hz), 2. 82 (4H, t, J=6Hz), 
2.74(2H. dd, J=9. 6Hz). 2.47(4H, 
t, J=6Hz) 


79.0- 
79.6 


1-3 




CDCI 3 : 7.58C2H. d. J=8Hz). 
7.32(2H, d, J=8Hz). 2-88(2H. dd, 
J=9, 6Hz) , 2. 75-2. 57 (6H, m) , 
2.68(2H, s), 1.89(2H, ddd, J=13. 
9. 4Hz), 1.55C2H, ddd, J=13. 5, 
4Hz) 


74.2- 
75.1 


2-1 j 




CDCI 3 : 9.90(1H, s), 7.85(2H. d, 
J=9Hz), 7.58(2H, d. J=8Hz). 
7. 32 (2H. d. J=8Hz) 7 03 (2H d 
J=9Hz), 3.9K2H, s), 2. 92-2. 46 (8H. 
m). 2.0K1H. br.s), 1.94-1. 73 (4H. 
m) 




4-1 




CDCI 3 : 7.37-7.22(5H. m). 3.56C2H, 
s), 2. 68-2. 50 (4H. m). 2.65(2H, s), 
1.84(2H, ddd, J=13, 8, 4Hz), 
1.55(2H, ddd. J=13, 5, 4Hz) 
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84 (MM! 





I R 

(cm-') 


NMR (ppm) 
Gfcgi: 300MHz, *: 270MHz) 


MM. 
CO 


4-2 


■ 


CDCI 3 : 7. 34-7. 22 (5H. m). 3.53(2H, 
s), 3.47(2H, s). 2.64(2H, ddd, 
J=12. 4. 4Hz). 2.36(2H ddd J=12 
7. 7Hz). 1.63(4H. dd, J=7, 4Hz) 


86.6- 
88.2 


4-3 




CDCI3*: 7.59C2H. d. J=9Hz). 7.36- 
7.23(5H. m). 6.97(2H, d, J=9Hz), 

1 ftfi C9H ti\ 1 ^ft OH 0^ 9 7 A— 
0. ou v^n, b/ 9 0. uv\zji, 5y v / *t 

2.63(2H, id), 2. 50-2. 37 (2H, m). 
1.96C1H. br.s), 1.85-1. 71 (4H. m) 


• 


4-4 




DMS0-d 6 : 7.87(2H, d. J=9Hz), 7.35- 

7.2K5H, m). 7.02(2H. d. J=9Hz). 
4 55 (ill br s) 3 &?(9H st\ 
3.48(2H. s). 2. 60-2. 27 (4H. m). 
1.74-1. 63 (2H. in), 1. 60-1. 50 (2H. ra) 


131. 1- 
132.3 


4-5 




CDCI 3 : 7.99(2H, d, J=9Hz), 7.35- 
7.24C5H. m). 6.92(2H. d, J=9Hz). 
3.89(3H. s). 3.86C2H. s). 3.56(2H. 
s), 2. 73-2. 66 (2H, m), 2.50- 
2.38(2H. m), 1. 82-1. 71 (4H, m) 




4-6 




CDGI 3 : 7.99C2H. d, J=9Hz). 
6.93C2H, d, J=9Hz), 3.89(3H, s). 
3.86(2H, s). 3.05(2H, ddd. J=12. 
10. 4Hz). 2.90(2H. ddd. J=12, 4. 
4Hz). 1.79-1.62(4H, m) 
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!*) 




I R 

(cm" 1 ) 


NMR (ppm) 
mW- 300MHz. *: 270HHz) 


Co) 


5-1 




DMSO-de+CDCIa*: 7.85(2H. d, J=9Hz), 
7. 75 OH, br.s). 7. 02-6. 90 (3H. m), 

A lift fill hr Q QnrOH 

3. 04-2. 90 (2H. m). 2. 88-2. 78 (2H, 
ra). 1.77-1. 55 (4H, m) 




6-1 




CDCI 3 : 8.21C2H, d. J=9Hz). 7.36- 
7.22(5H. m). 6.98(2H, d. J=9Hz). 
3. 91 (2H. s). 3. 56 (2H, s), 2.73- 
2.67(2H, m), 2. 49-2. 38 (2H. m), 
1.97C1H. br.s). 1.86-1.72(4H. ra) 




6-2 




CDCI 3 : 8.2K2H. d. J=9Hz). 
6.99(2H. d. J=9Hz). 3. 91 (2H. s). 
3.05C2H, ddd. J=12. 10. 4Hz), 
2.92(2H. ddd, J=12. 4. 4Hz). 1.83- 
1.59C4H. m) 




15-1 




CDCI 3 : 8.76C0.4H, d, J=11Hz). 
8.43(0. 6H, d. J=2Hz), 8.06(0. 6H. 
dd, J=2, 1Hz), 7.95(0.6H. ddd, 
J=8. 2. 1Hz). 7.90-7.77(0.4H, m). 
7.87C0.4H. ddd. J=8, 1. 1Hz). 
7.82(0.6H. ddd. J=8. 1. 1Hz). 
7.78C0.4H. dd, J=2. 1Hz), 
7.45(0.4H, dd, J=8. 6Hz). 
7.43C0.6H, dd. J=8. 8Hz). 
7.37C0.6H, br.s). 7. 32-7. 25 (0. 4H, 
ra). 3.94(1.2H, s), 3.93(1.8H, s) 
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(Sign 





I R 

(cm" 1 ) 


NMR (ppm) 
«REp: 300MHz. *: 270MHz) 


TO 


15-2 




CDCl3*:7.46(1H, ddd. J=8. 1. 1Hz). 
7.33C1H, dd. J=2. 1Hz). 7.270H. 
dd, J=8. 8Hz). 6.84C1H, ddd, J=8, 
2. 1Hz). 2.89(3H. s) 




17-1 




CDCI 3 : 7.44(2H. d, J=9Hz). 
6.56C2H. d, J=9Hz). 4.260H. 
br.s). 2.88(3H. d. J=5Hz) 




17-2 


• 


DUSO-de*: 7.76(2H. d. J=9Hz). 
6.67(2H. d. J=9Hz). 6. 42-6. 31 (1H. 
m). 2.74(3H. d. J=5Hz) 




20-1 




CDCI 3 : 8.84C0.4H, d. J=11Hz). 
8.44(0.6H, d. J=1Hz), 8.05(0.8H, 
d. J=9Hz). 8.03C1.2H, d, J=9Hz). 
7. 98-7. 88 (0. 4H, m) , 7. 64 (1 . 2H, d. 
J=9Hz). 7.39C0.6H. br.s), 
7.13(0.8H, d, J=9Hz). 3.92(1.2H. 
s), 3.910.8H, s) 




21-1 




CDCI 3 : 7.83(2H, d, J=9Hz). 
6.54C2H. d. J=9Hz), 4. 12(1H. 
br.s). 2.88(3H. d. J=5Hz), 
1.57(9H. s) 





69 



m • 
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I R 

(cm" 1 ) 


NMR (ppm) 
300MHz. *: 270HHz) 


(X) 


22-1 




CDCI 3 : 8.83(0.4H. d, 0=1 1Hz), 
8.43(0.6H, d. J=2Hz). 8.28- 
8. 16(0. 4H. m), 7.99(0.8H. d, 
J=9Hz), 7.97 0.2H, d, J=9Hz), 
7.6K1.2H. d, J=9Hz). 7.54(0.6H. 
br.s). 7.1K0.8H. d, J=9Hz). 
1.60(3.6H. s), 1.59C5.4H. s) 




22-2 




CDCI3*: 7.8K2H. d. J=9Hz), 
7.58C2H, d, 0=8Hz). 7.3K2H. d, 
J=8Hz). 6 60 (2H d J=9Hz) 4 43- 
4.34C1H, id), 3.19(2H, d, J=6Hz). 
2. 92-2. 55 (6H. id), 2. 50-2. 35 (2H, 
m), 1.78-1. 66 (4H, n), 1.56(9H, s), 
1.52C1H, s) 




23-1 




CDCI 3 : 7.86(2H. d, J=9Hz), 
7.58(2H, d, J=8Hz), 7.31(2H, d, 
J=8Hz), 6. 62 (2H. d. J=9Hz) 
4.450H, t, J=6Hz), 3.85(3H, s), 
3.19(2H. d, J=6Hz). 2. 92-2. 83 (2H. 
id), 2. 78-2. 60 (4H. id), 2.49- 
2.37C2H. m), 1. 78-1. 69 (4H, m). 
1.520H, s) 




25-1 




CDCI3*: 9.80(1H. t. J=2Hz), 7.64- 
7.4K4H, n). 3.80(2H. d. J=2Hz) 




25-2 




CDCI 3 : 7.87C2H, d, J=9Hz), 7.35- 
7.22(5H, m), 6.81(2H, d. J=9Hz), 
3.85(3H, s), 3.52(2H, s), 3.40(2H, 
s), 3.08(3H. s). 2. 75-2. 66 (2H, id), 
2.3K2H. ddd. J=12. 12, 3Hz). 
1.82-1. 57 (4H, m), 1.540H, s) 
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I R 

(cm' 1 ) 


NMR (ppm) 
300MHz, *: 270MHz) 


ra 


25-3 





0DCI 3 : 7.88C2H, d. J=9Hz), 
6.82(2H. d. J=9Hz), 3.85(3H, s), 

t\ m f\ fr%U ^\ *% 4 A roll _ \ 4) 

3. 40 (2H. s). 3. 10 (3H, s), 3.02- 
2.83(4H. m), 1 . 70-1 . 57 (4H, m) 


1 


26-1 





CDCI3*: 9.840H. t, J=1Hz), 
7.72(1H, dd, J=8, 1Hz). 7.6K1H. 
ddd. J=8, 8, 1Hz). 7. 43 (1H, ddd. 
J=8. 8. 1Hz). 7.34(1H, dd. J=8. 
1Hz). 4.02C2H. d. J=1Hz) 


— 


27-1 




C0CI 3 : 7.90(2H. d. J=8Hz), 
7.89(2H. d. J=9Hz). 7.46(2H. d. 
J=8Hz). 6. 81(2H, d. J=9Hz). 4.57- 
4.48(1H. m), 3.86(3H. s). 3.82C2H. 
s). 3. 77-3. 67 (1H. m). 3.51- 
3.32(3H. m), 3.08(3H. s), 3.05(3H, 
s). 3. 04-2. 93 (1H, m), 1.78- 
1.55(3H. m). 1.52-1. 36 (1H, m) 


— 


27-2 


KBr: 3489, 
1687. 1610. 
1298 1188 
1149 


CDCI 3 : 7.89(2H. d. J=9Hz), 
7.86(2H. d, J=8Hz), 7.40(2H, d, 

v — 0114/ , v. 0£ v^n. u. it— ?n£/ . 

3.86(3H. s). 3.42C2H. s). 3.11(3H, 
s). 3.04C3H. s), 2. 94-2. 87 (2H. m), 
2. 84-2. 75 (2H. m), 2. 69-2. 62 (2H. 
m), 2. 44-2. 34 (2H. m). 1.83- 
1.63C4H. ra) 


149.4- 
152.0 


28-1 




CDCI 3 : 7.86(2H. d. J=9Hz), 7.34- 
7.20(5H. m). 6.75C2H. d. J=9Hz). 
4. 56-4. 47 (1H. m). 3.85(3H, s). 
3. 77-3. 64 (1H. m), 3.73(2H. s). 
3. 40-3. 24 (3H. m). 3.03(3H, s). 
2. 94 (1H. ddd, J=13, 13, 3Hz). 
1.70-1. 46 (3H. m). 1. 27-1. 13 (1H. in) 
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I R 

(cm -1 ) 


NMR (ppm) 
mm: 300HHz. *: 270HHz) 


to 


28-2 


KBr: 3460, 
2947. 1676. 
1606. 1298. 
1190 


CDCI 3 : 7.93(2H. d. J=9Hz). 7.33- 
7.26(2H. m), 7. 23-7. 17 (3H. m), 
6.82(2H. d. J=9Hz), 3.85(3H. s). 
3.42C2H. 8). 3.10(3H. s), 2.88- 
2.77C4H. m). 2. 68-2. 59 (2H. m). 
2.37C2H. ddd. J=12. 12. 3Hz). 
1.86-1. 63 (4H. m). 1i57 (1H. s) 


114.8- 
115.9 
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OOMe 




JOT" 



ONH, 




NO, 



7 m£M#-^l^b^©i^m^ 

8 mtm&-& 2 <D\\&m<Dmm 
mmm 9 ^j60>j## 3 <o^m<ommm. 
«#>j 1 0 mmmm^ 5 ©{t^o^m^ 

mmm 1 2 M£#i#-5§- 1 3 ©^-^©tg^ 
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mm 3 




m&m 2 9 mmm^ 1 4 <Di\&m<o— mm& 
mmm 3 0 ^d&^is-si- 1 5 <ntt&m<D—wst&. 
m&M3 1 9 (Dik&mco-mm 

««aj3 2 7 <Dfc^m<n—mm&. 

OOH 

NCT^*" HCI 

HJS0835 




:OOH 



HK5fcl39 HffiS$|40 
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E 


A 


G 








rr ^v COOEt 






o 








o 


jo™" 2 




jy 


o 
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